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exact/norm bonds : 

1- 2 9-10 9-17 
exact bonds : 

2- 3 2-9 10-11 10-15 11-12 12-13 13-14 14-15 
normalized bonds : 

3- 4 3-8 4-5 5-6 6-7 7-8 
isolated ring systems : 
containing 10 : 



Match level : 

1: CLASS 2: CLASS 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8 : Atom 9: CLASS 10: Atom 
11: Atom 12: Atom 13 : Atom 14: Atom 15: Atom 17: CLASS 
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STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




CH2 



Structure attributes must be viewed using STN Express query preparation. 
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SAMPLE SEARCH INITIATED 10:06:50 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 114 TO ITERATE 



100.0% PROCESSED 114 ITERATIONS 

SEARCH TIME: 00.00.01 



3 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONL INE * * COMPLETE * * 
BATCH ** COMPLETE** 

1640 TO 2920 
3 TO 163 
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=> s 11 sss full 
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2415 ITERATIONS 
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strictly prohibited. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S): 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



PATENT NO. 



2006:1159256 CAPLUS 
145:471852 

Preparation oC N- {4 -pyrimidinylcarbonyl ) amino acid 
piperazidee and their use as P2Y12 receptor 
ontagonista 

Caroff, Eva; Fretz, Heinz; Hilpert. Kurt; Houille. 

Olivier; Hubler, Francis; Meyer, Emmanuel 

Actelion Pharmaceuticals Ltd, Switz. 

PCT Int. Appl., 381pp. 

CODEN: PIXXD2 

Patent 

English 



APPLICATION NO. 



WO 2006114774 




A2 




20061102 




WO 2006- 


IB51318 




20060427 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH. 




CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI , 


GB, GD, 




GE, 


GH, 
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HR, 
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ID, 


IL, 
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PL, 
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SK, 
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AZ, BY, 




KG, 


KZ, 


MD, 
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PRIORITY APPLN. 


INFO. : 












WO 2005- 


EP4578 




A 20050428 




















WO 2005- 


IB53711 




A 20051110 



OTHER SOURCE (S) : 



MAR PAT 145:471852 
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(Continued) 



^N. V Y O 




AB The invention relates to the preparation of title compda . I [Rl - 

(un) substituted Ph; w ■ a bond and R2 - CN, 
halo/a lkoxy/heterocyclyl/cyclo 

/cycloalkyl/alkyl, hetero/ary/, heterocyclyl, (partially) saturated 

heterocyclyl ; (un) substituted hydroxyalkyl ; w - CH2 and R2 . NR7R8 , SR9. 

SO2R10; w - o, S, and R2 - 
a 1 koxyca r bony 1 /carboxy /hydroxy/ a 1 koxy / he t erocyc 

lyl/cyclo/ar/heteroaryl/alkyl, hetero/aryl; W - NH and derivs. and R2 - 

H, 



dialkylamino/alkoxycarbonyl/hydroxy/alkoxy/cyclo/heterocyclyl/cycloalkyl/a 
r/diphenyl/heteroaryl/alkyl, aryl, 2 -phenyl eye lopropyl, CORll. S02R12. 
(un) substituted carboxyalkyl ; W » CH:CH and R2 - hydroxy/alkoxy/alkyl 
alkoxycarbonyl. Ph. or CONR13R14; ; or W - C.tplbond.C and R2 - H, 
hydroxy/alkoxy/alkyl; or W . CO and R2 - alkyl; W . NR3 and NR2R3 - 4-7 
membered heterocyclyl; or W - NR3 and NR2R3 - (un) substituted imidazoyl, 
pyrazolyl, 1, 2,3-triazolyl, etc.; R5a, R5b - independently H, Me; R3 - H. 
alkyl; R7 aryl/alkyl; or NR7R8 - (un) substituted 4-7 membered 
heterocyclyl; R9 » cycloalkyl, aryl; R10 - cyclo/alkyl, aryl; Rll - 
alkoxy/alkyl, hetero/aryl, etc.; R12 - alkyl, aryl; R13, R14 - 
independently alkyl; X - CO and R6 • cyclo/alkyl, alk (ynyl) oxy, aryloxy, 
aralkoxy, hetero/aryl, aralkyl or NH2 and derivs.; or X - S02 and R6 - 
alkyl; Y • a bond and Z ■ H, aryl substituted by carboxyalkoxy ; or V « 
alkoxy/Ph/alkoxyphenyl/alkylene, alkoxyphenylene and Z - H, OH, NH2, 

C02H. 
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tetrazolyl, CONH2, CO0R17, NHC0R17, NHS02R17; R17 . alkyl), as P2Y12 
receptor antagonists. The invention also relates to the use of 
pyrimidines I and their stereoisomers, salts, solvent complexes and 
morphol. forms, in the treatment and/or prevention of peripheral 

vascular, 

visceral-, hepatic- and renal -vascular, of cardiovascular and of 
cerebrovascular diseases (no data) or conditions aasocd. with platelet 
aggregation (no data), particularly thrombosis (no data). Thus, a 
multi-step synthesis starting from Z-L-Glu(Ot-Bu) -OH (Z - 
benzyloxycarbonyl) and l-ethoxycarbonylpiperazine was given for amino 

acid 

piperazide II. In a P2Y12 binding assay, II had an IC50 - 117 nM. 
IT 913952 -78-0P, 4- [(S) -2-Amino-2- < 4 -benzyloxyphenyl ) ethanoyl ) piperaz 
ine- 1-carboxylic acid ethyl ester hydrochloride 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of N- (4 -pyrimidinylcarbonyl) amino acid 
piperazides and their use as P2Y12 receptor antagonists) 
RN 913952-78-0 CAPLUS 
CN i-Piperazineearboxylic acid, 
4- I (2S) -amino [4- (phenylmethoxy) phenyl ) acetyl] - 

. ethyl ester, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• KCl 
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ACCESSION NUMBER: 2005:1350335 CAPLUS 

DOCUMENT NUMBER: 144:883 07 

TITLE: Preparation of quinazoline derivatives as CCR4 

function controllers 
INVENTOR (S) : Kawano, Noriyuki ; Ishikawa, Noriko; Kaizawa, 

Hiroyuki; 

Masuda, Naoyuki; Hamaguchi. Wataru; Koganemaru, 

Yohei ; 

Kato, Koji; Miyazaki, Takahiro 
PATENT ASSIGNEE (S) : Astellaa Pharma Inc., Japan 

SOURCE: PCT Int. Appl., 61 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 

LANGUAGE: Japanese 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2005123697 Al 20051229 WO 200S-JP11174 20050617 
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PRIORITY APPLN. INFO.: JP 2004-1B30B6 A 20040621 

OTHER SOURCE (S) : MARPAT 144:88307 

GI 



• STRUCTURE DIAGRAM TOO LARGE POR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB Title compds. I [Rl - alkyl, OH, halo, etc.; m - 0-2; A - (un) substituted 
phenyl; (un) substituted monocyclic cycloalkyl; R2, R3 - H, alkyl; n -1, 

2; 

X « bond, alkylene; B - optionally substituted mono or bicyclic 
nitrogenous heterocycle with alkyl, alkenyl. halo, etc., CR5R6NR7RB ; R5. 
R6 - H, alkyl, cycloalkyl, etc.; R7, R8 - H, alkyl. monocyclic 
cycloalkyl. 

etc.] were prepared For example. WSC-HC1 mediated acylation of 

N- (4-chloro-2-f luorophenyl) -2- (1, 4-diazepan-l-yl) -6. 7-dimethoxyquinazolin- 
4-amine di hydrochloride , e.g., prepared from 2, 4 -dichloro-6. 7- 
dimethoxyquinazoline in 2 steps, with (S) - [1- (tert- 

butoxycarbonyl)pyrrolidin-2-yl)acetic acid followed by treatment with HC1 
afforded compound II-2HC1. In GTPyS binding assays, the IC 50 
value of compound II-2HC1 was 63 nM. Compds. I are claimed useful 
for the treatment of inflammation, autoimmune diseases, etc. 
IT 872106-73-5P 872106-76-8P 872106-78-0P 
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872106-79-1P 872106-80-4P 872106-81-5P 
872106-82-6P 872106-83-7P 872106-84-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of quinazoline derive, as CCR4 function controllers for 
treatment of inflammation, autoimmune diseases, etc.) 
RN 872106-73 -S CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl] -4 - [4- [ (4-chloro-2- 

f luorophenyl) amino) -6 , 7-diraethoxy-2-quinazolinyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872106-76-8 CAPLUS 

CN Piperazine. 1- [ US) -aminophenylacetyl] -4- [4- [ (4-chloro-2- 

fluorophenyl) amino] -6, 7-dimethoxy-2-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 872106-78-0 CAPLUS 

CN Piperazine, 1- [amino(2-chlorophenyl)acetyl J -4- {4- I (4-chloro-2- 

f luorophenyl) amino) -6. 7-dimethoxy-2-quinazolinyl ) - (9CI) (CA INDEX NAME) 




CI 



RN 872106-79-1 CAPLUS 

CN Piperazine. l- tamino (3 -chlorophenyl) acetyl) -4- (4- { (4-chloro-2- 

f luorophenyl) amino) -6. 7-dimethoxy-2-quinazolinyl J - (9CI) (CA INDEX NAME) 




CI 



RN 872106-80-4 CAPLUS 

CN Piperazine, 1- tamino(4 -chlorophenyl) acetyl) -4- (4- [ (4-chloro-2- 

f luorophenyl ) amino) -6,7 -dimethoxy- 2- qui nezolinyl] - (9CI) (CA INDEX NAME) 
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CI 



RN 872106-81-5 CAPLUS 

CN Piperazine. 1- I (2S) -amino ( 4 -f luorophenyl) acetyl) -4- (4- ( (4-chloro-2- 

fluorophenyl) amino] -6 , 7-dimethoxy-2-quinazolinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872106-82-6 CAPLUS 

CN Piperazine, l- [amino (3 , 4 -dichlorophenyl) acetyl] -4- [4- [ (4-chloro-2- 

f luorophenyl) amino) -6, 7-dimethoxy-2 -quinazolinyl] - (9CI) (CA INDEX NAME) 
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CI 



RN 872106-83-7 CAPLUS 

CN Piperazine, 1- (amino (3, 5-dichlorophenyl) acetyl] -4- [4- ( (4-chloro-2- 

fluorophenyl) amino] -6, 7-dimethoxy-2-quinazolinyl) - (9CI) (CA INDEX NAME) 




CI 



RN 872106-84-8 CAPLUS 

CN Piperazine, l- [ (2S) -amino (4 -bromophenyl) acetyl) -4- [4- [ (4-chloro-2- 

f luorophenyl) amino] -6,7- dimethoxy- 2 -quinazolinyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L4 ANSWER 3 OP 21 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 2007 ACS on STN 
2004:863113 CAPLUS 
142:234 

Piperazinebenzylamines as potent and selective 
antagonists of the human melanocortin-4 receptor 
Pontillo, Joseph; Tran. Joseph A. ; Fleck, Beth A.; 
Marinkovic, Dragan; Arellano. Melissa; Tucci. Pabio 
C; Lanier, Marion; Nelson, Jodie; Parker, Jessica; 
Saunders, John; Murphy. Brian; Foster, Alan C; Chen,' 
Chen 

Department of Medicinal Chemistry, Neurocrine 

Biosciences. Inc.. San Diego, CA. 92130. USA 

Bioorganic 6 Medicinal Chemistry Letters (2004), 

14(22), 5605-5609 

CODEN: BMCLE8 ; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CAS REACT 142:234 



01 



REFERENCE COUNT : 
FORMAT 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



2 -CH 2 -/j) 



CO NH \ f 



I 



AB SAR studies of a series of piperazinebenzylamines resulted in the 

discovery of potent antagonists of the human melanocortin-4 receptor. 
Compds. such as I, which had a Ki value of 15 nM, possessed low efficacy 
in cAMP stimulation {.apprx.15% of a-MSH maximal level) mediated by 
MC4R. and functioned as antagonists in inhibition of a-MSH- 
stimulated cAMP release in a dose-dependent manner (I, IC50 ■ 36 nM) . 

IT 791615-56-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(piperazinebenzylamines as antagonists of human melanocortin-4 
receptor) 
RN 791615-S6-0 CAPLUS 

CN Piperazine. 1- (amino (4-chlorophenyl ) acetyl) -4- {2- [ [ {2- (2- 
thienyl) ethyl) amino] methyl) phenyl) - (9C1) (CA INDEX NAME) 
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REFERENCE COUNT : 
THIS 



THERE ARE 22 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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ACCESSION NUMBER: 2004:760389 CAPLUS 

DOCUMENT NUMBER: 142:355534 

TITLE: Synthesis of a carbon- 14 labeled 

1- (indole-6-carbonyl- 



D-phenylglycinyl ) 

AUTHOR (S) : 
R . ; 

CORPORATE SOURCE: 
IN, 

SOURCE : 



PUBLISHER: 
DOCUMENT TYPE i 
LANGUAGE : 
OTHER SOURCE (S) : 
GI 



4 - { 1-methylpiperidin- 4 -yl) piperazine - 

[carbonyl -14C) , LYS17717- {14C] , a factor Xa inhibitor 
Kuo, Fengjiun; Clodfelter, Dean K. ; Priest, Tamara 

Kau, Donald L. K. 

Lilly Research Laboratories, A Division of Eli Lilly 
and Company, Lilly Corporate Center, Indianapolis, 

46285, USA 

Journal of Labelled Compounds & Radiopharmaceuticals 
(2004), 47(9), 599-608 
CODEN: JLCRD4 ; ISSN: 0362-4803 
John Wiley & Sons Ltd. 
Journal 
English 

CAS REACT 142:355534 



Ph ^.N^^ 

^-^^Ma I 



AB Human Factor Xa is a trypsin-like serine protease, which serves a 
critical 

role in blood coagulation events. LY 517717 is currently under clin. 
investigation ai a Factor Xa inhibitor. To support the ADME studies, LY 
517717- (carboxy-14C) (I) was synthesized using D-phenylglycine with a 
carbon- 14 labeled carboxyl moiety. This key component, 

D-phenylglycine- [carboxyl - 14C) . was synthesized by a Strecker eyntheaiB 

on 

benzaldehyde with potassium (14C) cyanide, followed by a resolution of 
DL-phenyl -glycine Me eater- [carbonyl - 14C] with (+) -tartaric acid in the 
presence of benzaldehyde. 
IT 849094-34-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(asym. synthesis of LY 517717- [carbonyl - 14CJ , a factor Xa inhibitor) 
RN 849094-34-4 CAPLUS 

CN Piperazine. l- [ (2R) -aminophenylacetyl- l- 14CJ -4- (l-methyl-4-piperidinyl) 
trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• 3 HC1 



REFERENCE COUNT : 
THIS 



THERE ARE 19 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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CAPLUS 



ACCESSION 1 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCES 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002: 964343 
138:29109 

Preparation of crystal forms of antithrombotic 
piperazine derivative 

Engel, Gary Lowell; Diaeroad, Benjamin Alan 

Eli Lilly and Company, USA 

PCT Int. Appl . . 19 pp. 

CODEN: PIXXD2 

Patent 

Engl i oh 

13 



PATENT 


NO. 






KIND 


DATE 




APPLICATION NO. 
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WO 


2002100S47 
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AB 1- (Indole-6-carbonyl-D-phenylglycinyl) -4- (l-methylpiperidin-4- 
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yDpiperazine difumarate forms a stable cryst. Bait and is an inhibitor 

of 

the serine protease and Factor Xa, useful in the treatment of 
cardiovascular disorders, esp. a thrombotic disorder. 
IT 381722-47-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of crystalline forms of antithrombotic (indolecarbonyl- 
phenylglycinyl) (methylpiperidinyl) piperazine difumarate) 
RN 381722-47-0 CAPLUS 

CN Piperazine, 1- [ (2R) - ami nophenyl acetyl) -4- ( 1 -methyl -4 -piperidinyl ) - , 
trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 3 HCl 



L4 ANSWER 6 OF 21 
ACCESSION NUMBER: 
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TITLE: 
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2002:510520 CAPLUS 
138:162955 

Structure-Activity relationships of non-imidazole H3 
Receptor ligands. Part 2: binding preference for 
d-Amino acids motifs 

Faghih, Ramin; Dwight, Wesley; Black, Larry; Liu, 
Kuaqing; Gentles, Robert; Phelan, Kathleen; 
Eabenshade. Timothy A. ; Ireland. Lynne; Miller, 

R.; Kang, Chae-Hee; Krueger, Kathy M. ; Fox, Gerard 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE: 
OTHER SOURCE (S) 



Hancock, Arthur A.; Bennani, Youasef L. 
Global Pharmaceutical Research and Development, 
Neuroscience Research, Abbott Laboratories, Abbott 
Park, IL, 60064-6123, USA 

Bioorganic 6 Medicinal Chemistry Letters (2002) , 
12(15), 2035-2037 
CODEN: BMCLE8; ISSN : 096 0-894X 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 138:162955 
Structure-activity relationship studies on novel non-imidazole, d-amino 
acid containing ligandB of histamine 3 receptors are presented. 
A-304121 is a 

d-alanine piperazine amide with high affinity at the rat H3 receptor. 
IT 497164-53-1 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); thu 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(structure-Activity relationships of non- imidazole H3 Receptor 

ligands) 

RN 497164-53-1 CAPLUS 
CN Piperazine, 

1- I (2R) -aminophenylacetyl] -4- {3- [4- (l-oxohexyl)phenoxy] propyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2001:923764 CAPLUS 
136:54020 

Preparation of amino acid derivatives as serine 
protease inhibitors 

Liebeschuetz, John Walter; Murray. Christopher 

William; Young, Stephen Clinton; Camp, Nicholas Paul 

Jones, Stuart Donald; Wylie, William Alexander; 

Masters, John Joseph; Wiley, Michael Robert; Sheehan 

Scott Martin; Engel, David Birenbaum; Watson, Brian 

Morgan; Guzzo, Peter Robert; Mayer, Michael John 

Eli Lilly and Company, USA 

PCT Int. Appl . , 191 pp. 
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OTHER SOURCE (S) : MARPAT 136:54020 

AB Compds. R2-X-X-Y (Cy) -L-Lp(D) n [R2 is a 5- or 6-membered aromatic carbon 
ring 

optionally interrupted by a N, 0 or S ring atom, optionally substituted 

at 

the 3 and/or 4 position or forms a fused ring system at these positions, 
which is an optionally substituted 5- or 6-membered carbocyclic or 
heterocyclic ring, or substituted at the position alpha to X-X, with the 
proviso that R2 can not be aminoisoquinolyl ; X is a C, N, O or S atom or 

a 

CO, CRla. C(Rla)2 or NRla group [at least one X is C, CO, CRla or 



L4 ANSWER 7 OF 21 CAPLUS COPYRIGHT 2007 ACS on STN {Continued) 
C{Rla)2], where Rla represents H. OH, alkoxy, alkyl, aminoalkyl, 
• hydroxyalkyl, alkoxyalkyl, alkoxycarbonyl, alkylaminocarbonyl , 
alkoxycarbonylamino, acyloxymethoxyearbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo, aryl or cycloalkyl; Y is a N 
atom or a CRlb group (Rib defined as for Rla); Cy is an (un) substituted, 
(un)satd., mono- or polycyclic, homo- or heterocyclic group; -L-Lp(D)n is 
4 -substituted 1-piperazinecarbonyl) or their physiol . -tolerable salts 

were 

prepd. for use as serine protease inhibitors. Compds. of the invention 
were found to significantly elongate the partial thromboplastin time 
(prothrombin time). Thus. 1- (4 -methoxybenzoyl -D-phenylglycinyl ) -4- 
phenethylpiperazine was prepd. in the first of 82 examples. 

IT 381722-54-9 

RL: RCT (Reactant) ; RACT (Reactant or reagent} 

{preparation of amino acid derive, as serine protease inhibitors) 

RN 381722-54-9 CAPLUS 

CN Piperazine, 1- I (2R) -aminophenylacetyl) -4- [2- (3 - f luoro-4 -pyridinyl) ethyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 313490-69-6P 313490-79-BP 313490-89-0P 
381722-21-0P 381722-22-1P 381722-23-2P 
381722-24-3P 381722-25-4P 381722-26-5P 
381722-27-6P 381722-2B-7P 381722-30-1P 
381722-31-2P 381722-32-3P 381722-33-4P 
381722-34-5P 381722-35-6P 381722-36-7P 
381722-37-8P 3B1722-40-3P 381722-43-6P 
381722-44-7P 381722-47-0P 381722-50-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of amino acid derivs. ae serine protease inhibitors) 
RN 313490-69-6 CAPLUS 

CN l-piperazinecarboxylic acid, 4 - [ (2R) -aminophenylacetyl] - , 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 313490-79-8 CAPLUS 

CN Piperazine, 1- I (2R) -aminophenylacetyl] -4- [2- (4 -pyridinyl) ethyl] -, 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• x HC1 

RN 313490-89-0 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl] -4- (l-methyl-4-piperidinyl) -, 
di hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 2 HC1 



RN 381722-21-0 CAPLUS 

CN Piperazine, 1- { (2R) -aminophenylacetyl] -4 - [2- (2-pyridinyl) ethyl) - (9CI) 
(CA INDEX NAME) 

Habte 01/10/2007 
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Absolute stereochemistry. 



(Continued) 
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Absolute stereochemistry. 




RN 381722-22-1 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl] -4 - (2-pyrazinylethyl) - (9CIJ (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 381722-23-2 CAPLUS 

CN Piperazine, 1- [ (2R) -amine-phenyl acetyl! -4- [2- (3-pyridazinyl) ethyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 381722-24-3 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetylj -4- [2- (3-pyridinyl)ethylJ - (9CI) 
(CA INDEX NAME) 



RN 381722-25-4 CAPLUS 

CN Piperazine, 1- ( <2R) -aminophenylacetylj -4- [2- ( lH-iroidazol -4-yl) ethyl] • 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 381722-26-5 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetylj -4- {2- (lH-pyrazol -4-yl) ethyl) - 
(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 



RN 361722-27-6 CAPLUS 

CN Piperazine. 1- ( (2R) -aminophenylacetylj -4- (2- (lH-imidazol-l-yl)ethylJ - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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/=\ 



Ph 




O 

RN 381722-28-7 CAPLUS 

CN Piperazine, 1- [<2R) -aminophenylacetyl] -4- (2- ( lH-pyrazol-l-yl) ethyl) - 
(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 

o 

RN 3 81722-30-1 CAPLUS 
CN Piperazine, 

1- [amino(2-methoxyphenyl) acetyl) -4- [2- (lH-pyrazol - 1-yl ) ethyl] - 
(9CI) (CA INDEX NAME) 




RN 381722-31-2 CAPLUS 

CN Piperazine, 1- ( (2R) -aminophenylacetylj -4- (2- (2-thiazolyl) ethyl] -. 
trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• 3 HC1 



RN 381722-32-3 CAPLUS 

CN Carbamic acid, [4- [2- [4 -{ (2R) -aminophenylacetyl] - 1-piperazinyl) ethyl] -2- 
thiazolyl]-, phenylmethyl ester, trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




o 



#3 HC1 

RN 381722-33-4 CAPLUS 
CN Piperazine, 

1- [ (2R) -aminophenylacetyl] -4- [2- (3-fluoro-4-pyridinyl)ethyl) -, 
trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 3 HC1 
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RN 381733-34-5 CAPLUS 

CN Piperazine, 1- t (3R) -ami nophenyl acetyl] -4- [3- (3-cyano-4-pyridinyl ) ethyl] - 
trihydrochloride (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 381732-35-6 CAPLUS 

CN Piperazine, 1- (amino(a-chlorophenyl)acetyl] -4- (l-methyl-4-piperidinyl) - 
(SCI) (CA INDEX NAME) 



Q NH 2 



RN 381722-36-7 CAPLUS 

CN Piperazine. 1- (amino-8-quinolinylacetyl ) -4- (l -methyl -4 -piperidinyl) - 
(9CI) 

(CA INDEX NAME) 



L4 ANSWER 7 OF 31 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

T 




RN 381732-37-8 CAPLUS 

CN Piperazine, 1- (amino [2- (trif luoromethyl) phenyl] acetyl) -4- (l-methyl-4- 
piperidinyl) - (9CI) (CA INDEX NAME) 



Q NH 2 



RN 3B1723-40-3 CAPLUS 

CN Piperazine, 1- ( <2R) -aminophenylacetyl] -4- (2-phenylethyl ) - (9CI) (CA 
INDEX 

NAME) 

Absolute stereochemistry. 



rrV 



RN 381722-43-6 CAPLUS 

CN Piperazine. 1- (amino- 1-naphthalenylacetyl) -4- (1 -methyl -4 -piperidinyl) - 
trihydrochloride (9CI) (CA INDEX NAME) 
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#3 HC1 
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RN 381722-50-5 CAPLUS 

CN l-Piperidinecarboxylic acid. 4 -{ (4- [ (2R) -aminophenylacetyl] -l- 

piperazinyl] methyl] 1 , 1-dimethylethyl eater (9CI) (CA INDEX NAME) 



Abaolute stereochemistry . 



REFERENCE COUNT: 
FORMAT 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



RN 381722-44-7 CAPLUS 

CN Piperazine, 1- (amino[2- (methyl su If onyl) phenyl] acetyl) -4- (l-methyl-4- 
piperidinyl)- (9CI) (CA INDEX NAME) 



acr 



N«3 




RN 3 81722-47-0 CAPLUS 

CN Piperazine. 1- I(2R) -aminophenylacetyl) -4- (l-methyl-4-piperidinyl) - 
trihydrochloride (9CI) (CA INDEX NAME) 

Absolute etereochemiatry. 
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L4 ANSWER S OF : 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
AB Factor Xa. 



II CAPLUS COPYRIGHT 2007 ACS on STN 
2001:177455 CAPLUS 
134:353501 

The design of phenylglycine containing benzamidine 
carboxamidea as potent and selective inhibitors of 
factor Xa 

Jones, S. D . ; Liebeschuetz, J. W. ; Morgan, P. J.; 
Murray, C. w.; Rimmer, A. D.; Roscoe, J. M. E.; 
Waszkowycz, B.; Welsh, P. M. ; Wylie, W. A.; Young, S. 
C.j Martin, H. ; Mahler. J.; Brady. L. ; Wilkinson, K. 
Protherics Molecular Design, Macclesfield, SKll 0JL, 
UK 

Bioorganic & Medicinal Chemistry Letters (2001), 
11(5), 733-736 

CODEN : BMCLE8; ISSN: 0960-8 94X 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 134:353501 
critical serine protease in the blood coagulation cascade, 
has 

become a target for inhibition as a strategy for the invention of novel 
ant i -thrombotic agents. Here we describe the development of 
phenylglycine 

containing benzamidine carboxamidea as novel, potent and selective 
inhibitors 

of factor Xa. A number of highly focused libraries of compda. have been 
designed and synthesized giving rapid access to a series of potent and 
' selective inhibitors of factor Xa. Key to the potency of these compds. 

i's 

the lipophilic interaction between phenylglycine residue and the 
'disulfide' pocket comprising Glnl92. CyBl91, Cys220 and Gly218. 
IT 339209-02-8P 339209-03-9P 339209-04-QP 
339209-05-1P 339209-06-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of libraries of phenylglycine containing benzamidine 
carboxamidea 

as aelective inhibitors of factor Xa) 
RN 339209-02-8 CAPLUS 

CN Piperazine. 1- [ (2R) -aminophenylacetyl] -4- (phenylmethyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 




RN 339209-04-0 CAPLUS 

CN Piperazine. l- [ (2R) -aminophenylacetyl] -4-phenyl- (9CI) (CA INDEX NAME) 
Abeolute stereochemistry. 




RN 339209-05-1 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl) -4- (4-f luorophenyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 339209-06-2 CAPLUS 

CN Piperazine. 1- [ (2R) -aminophenylacetyl) -4 - (4 -pyridinyl) - (9CI) (CA INDEX 
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OTHER SOURCE (S) : MARPAT 134:56958 

AB Compds. R2-X-X-Y(Cy) -L-Lp(D)n [R2 represents a 5- or 6-membered aromatic 
carbon ring optionally interrupted by a N, 0 or S ring atom, optionally 
substituted at the 3 and/or 4 position or forms a fused ring system at 
these positions, which is an optionally substituted 5 or 6 membered 
carbocyclic or heterocyclic ring or substituted at the position alpha to 
X-X; X is a C, N, O or S atom or a CO, CRla, C(Rla)2 or NRla group, where 
Rla represents H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl , 
alkoxyalkyl, alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonylamino, 
acyloxymethoxycarbonyl or alkylamino optionally substituted by OH, 
alkylamino, alkoxy, oxo, aryl or cycloalkyl; L is an organic linker group 
containing 1 to 5 backbone atoms selected from c, N, O and S, or a 

branched 

alkyl or cyclic group; Y is a N atom or a CRlb group (Rib defined as for 
Rla); Cy is an (un) substituted, (un) saturated, mono- or polycyclic, 
homo- or 

heterocyclic group; Lp is a lipophilic organic group; D is a hydrogen 

bond 

donor group; n ■ 0-2] were prepared for use as serine protease 
inhibitors . 

Compds. of the invention were found to significantly elongate the partial 
thromboplastin time (prothrombin time). Thus, 1- (3-emino-2-naphthoyl -D- 
phenylglycinyl) -4, 4 ' -bispiperidine was prepared and shown to double the 
prothrombin time at a concentration of 26 uM. 

IT 313490-69-6P 313490-79-8P 313490-89-0P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of amino acid derive, as serine protease inhibitors) 

RN 313490-69-6 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ (2R) -aminophenylacetyl J - , 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• x HC1 

RN 313490-89-0 CAPLUS 

CN Piperazine, l- ( <2R) -aminophenylacetylj -4- (1 -methyl -4 -piperidinyl) - 
dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




r 



RN 313490-79-8 CAPLUS 

CN Piperazine, 1 - I (2R) -aminophenylacetylj 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



4- [2- (4-pyridinyDethyll - 
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AB Compds. R2-X-X-Y (Cy) -L-Lp (D) n [R2 represents a 5- or 6-membered aromatic 
carbon ring optionally interrupted by a N, O or S ring atom, optionally 
substituted at the 3 and/or 4 position or forms a fused ring system at 
these positions, which is an optionally substituted 5 or 6 membered 
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carbocyclic or heterocyclic ring; X is a C, N, O or S atom or a CO, CRla, 
C(Rla)2 or NRla group, where Rla represents H, OH, alkoxy, alkyl, 
aminoalkyl, hydroxyalkyl, alkoxyalkyl, alkoxycarbonyl . 

alkylaminocarbonyl , 

alkoxycarbonylamino. acyloxymethoxycarbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo. aryl or cycloalkyl; L is an 
org. linker group contg. l to 5 backbone atoms selected from c, N. o and 
S, or a branched alkyl or cyclic group; Y is a N atom or a CRlb group 

(Rib 

defined as for Rla); Cy is an (un) substituted, (un)eatd., mono- or 
polycyclic, homo- or heterocyclic group; Lp is a lipophilic org. group; D 
is a hydrogen bond donor group; n ■ 0-2) were prepd. for use as serine 
protease inhibitors. Compds. of the invention were found to 
significantly 

elongate the partial thromboplastin time (prothrombin time) . Thus, 
1- (3-amino-2-naphthoyl-D-phenylglycinyl) -4,4 ' -bispiperidine was prepd. 

and 

shown to double the prothrombin time at a concn. of 36 mM. 
IT 313490-69-6P 313490-79-8P 313490-89-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent)- 

(preparation of amino acid derive, as serine protease inhibitors) 
RN 313490-69-6 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ (2R) -aminophenylacetyl] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 313490-79-B CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl] -4- (2- (4-pyridinyl) ethyl) - 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• x HC1 

RN 313490-89-0 CAPLUS 

CN Piperazine, 1- [ (2R) -aminophenylacetyl] -4- (l-methyl-4-piperidinyl) - 
dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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US 2002115852 
US 2003114665 
US 2004132709 
US 2006223789 
PRIORITY APPLN. INFO. 



20020822 
20030619 
20040708 
20061005 



US 2001-14719 
US 2002-252813 
US 2003-706768 
US 2005-294066 
AT 1997-546 

AT 1997-547 

AT 1997-548 

EP 1998-922631 



(Continued) 
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20020923 
20031112 
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A 19970401 
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study, unclassified) ; SPN {Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(synthesis of antibacterial substituted 
a cy 1 ami no ( me thy 1 hyd ra zono ) me t hy 

lcephaloaporins and intermediates) 
RN 214055-51-3 CAPLUS 

CN 5-Thia-l-azobicyclol4.2.0)oct-2-ene-2-carboxylic acid, 

3- [[[[4- [(2R) -aminophenylacetyl] - 1-piperazinyl] iminoraethyl] hydrazono] methy 
1) -7- I [(2Z) - (2-amino-4-thiazolyl) (hydroxyimino) acetyl] amino! -B-oxo-. 
trihydrochloride, (fiR,7R)- (9CI) (CA INDEX NAME) 



JP 1998-541162 A3 19980401 

WO 1998-EP1890 W 19980401 

US 1999-381758 Bl 19990922 

US 2001-14651 Al 20011113 

US 2001-14719 Bl 20011113 

US 2003-706768 Bl 20031112 

OTHER SOURCE(S): MAR PAT 129:275783 

GI 




AB Synthesis of cephalosporins (I) [Rl - H, acyl, carboxyl, alkyl; R2, R3 - 
H, cycloalkyl, alkyl, alkenyl, alkynyl ; R4 - H, C(-Z)R6; R6 - NH2 , NHNH2, 
aminoalkylamino, alkoxy, aryl, cycloaryl, aryloxy, heterocyclyl , alkyl, 
alkenyl, alkynyl; R5 - H, ester moiety; W . CH, N; V - CH, NO; Z - O, S, 
NR7; R7 - R2] for use as antibacterials is described. Thus, I (Rl - 
OCH2F; R2 - Me; R3 , R4, R5 - H; W, V - N) is prepared in 3 steps by 
acylation of 7-amino-3 -formyl-3 -cephem-4-carboxylic acid with 
(5-amino-l, 2, 4-thiadia2ol-3-yl) - (2) -2 -f luoromethoxyiminoacetic acid, 
reaction of this intermediate with 

1- (1-methylhydrazino) iminomethylpiperaz 

ine dihydrochloride followed by chromatog. 

IT 214055-51-3P 214055-52-4P 214055-69-3P 
214055-81-9P 214055-82-0P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 



Absolute stereochemistry. 

Double bond geometry as described by E or 2. 




#3 HC1 



RN 214055-52-4 CAPLUS 

CN 5-Thia-l-azabicyclo[4.2 .0]oct-2-ene-2-carboxylic acid, 
3- [ [ ( [4- t (2R) -amino (4 -hydroxyphenyl) acetyl] -1- 

piperazinyl] iminomethyl J hydrazono] methyl ] -7- [ ( (2Z) - (2-amino-4- 
thiazolyl) (hydroxyimino) acetyl] amino] -8-oxo-, trihydrochloride, (6R,7R)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or 2. 
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H 2 N 



• 3 HC1 



PAGE 1-B 

^-OH 



RN 214055-69-3 CAPLUS 

CN 5-Thia-l-azabicyclo(4.2.03oct-2-ene-2-carboxylic acid, 
3- [ [ U4- I (2R) -amino (4 -hydroxyphenyl) acetyl] -1- 

piperazinyl] iminomethyl] hydrazono] methyl] -7- I ( (22) - ( 5 -amino- 1, 2,4 - 
thiadiazol-3-yl) ( (f luoromethoxy) imino] acetyl] amino) -8-oxo- , 
trihydrochloride, (6R.7R)- (9CI) (CA INDEX name) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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• 3 HC1 



PAGE 1-B 




RN 214055-91-9 CAPLUS 

CN 5-Thia-l-azabicyclo [4 . 2 . 0] oct-2-ene-2-carboxylic acid, 

3- ( ( t I*- tamino(4-hydroxyphenyl)acetyl] -1-piperazinyl] iminomethyl) hydrazono 
] methyl) -7-[((2Z) - { 5 -amino- 1 , 2 , 4 -thiadiazol - 3 - 
yl) I (f luoromethoxy) imino] acetyl] amino] -8-oxo- , 1-[[(1- 
methylethoxy) carbony Doxy] ethyl ester, (6R,7R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 314055-82-0 CAPLUS 

CN 5-Thia-l-azabicyclot4 . 2 . 0] oct-2-ene-2-carboxylic acid, 

3- [(EI4- (amino (4 -hydroxyphenyl) acetyl) -1-piperazinyl) iminotnethyl] hydrazono 
) methyl) -7- t ( (22) - (5-amino-l , 2. 4 -thiadiazol-3 - 

yl) ( (f luoromethoxy) iminol acetyl) amino) -8-oxo-. (2, 2 -dimethyl -l- 
oxopropoxy) methyl ester, (6R.7R)- (9CI) (CA INDEX NAME) 

Absolute Btereochemistry. 

Double bond geometry as described by E or Z. 
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IT 214056-13-0P 214056-14-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of antibacterial substituted 
acylamino(methylhydrazono) cnethy 

lcephalosporins and intermediates) 
RN 214056-13-0 CAPLUS 

CN 1-Piperazinecarboximidic acid, 4- ( (2R) -ami no (4 -hydroxyphenyl) acetyl J -, 
hydrazide, trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 2007 ACS On STN 
1997:314613 CAPLUS 
127:17714 

Stereoselective reactions. 25. Enantioselective 

deprotonatibn of prochiral 4 -substituted 

cyclohexanones by chiral chelated lithium amides 

Shirai, Ryuichi; Sato, Daisaku; Aoki, Kazumasa; 

Tanaka, Masahide; Kawasaki, Hisashi; Koga, Kenji 

Faculty of Pharmaceutical Sciences, University of 

Tokyo, Tokyo, 113 , Japan 

Tetrahedron (1997), 53(17), 5963-5972 

CODEN: TETRAB; ISSN: 0040-4020 

Elsevier 

Journal 

English 

CAS REACT 127:17714 



GI 



RN 214056-14-1 CAPLUS 

CN 1-Piperazinecarboximidic acid, 4- ( (2R) -amino(4-hydroxyphenyl)acetyl) - 
(phenylmethylene) hydrazide, trihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




REFERENCE COUNT: 
FORMAT 



THERE ARB 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



R J Rl 

4-f 




AB Enantioselective deprotonation of prochiral 4 -substituted cyclohexanones 
I 

(R - CMe3. Ph, CHMe2 , Me) by chiral chelated Li amides, e.g.. II (e.g., 

Rl 

- Ph, CMe3. R2 - R3 - R4 - H, X « Li) in the presence of excess Me3SiCl ■ 
was realized to give the corresponding chiral silyl enol ethers III in up 
to 69% ee. Enantioselectivity of the reaction is dependent on the 
solvent 

used, but becomes almost independent on the solvent in the presence of 
HMPA. The sense of asym. induction can be correlated to the 

configuration 

at the chiral C bearing amide N of the Li amide. 

IT 157303-85-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and selective alkylation of amine group of) 
RN 157303-85-0 CAPLUS 

CN Piperazine. 1- (aminophenylacetyl) -4 -methyl - , (R) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Habte 



01/10/2007 



10/803, 157 



Page 17 



L4 ANSWER 12 OP 21 CAPLUS COPYRIGHT 2007 ACS on STN 



(Continued) 



L4 ANSWER 13 OP 21 CAPLUS COPYRIGHT 2007 ACS on STN 




REFERENCE COUNT: 
THIS 



THERE ARE 54 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:366107 CAPLUS 
125:114697 

4 -Piperazinylindole amino acid derivatives i 

aelective 5-HT1A antagonists useful as 

anxiolytic/antidepressant agents 

Yardley, John P.; Fletcher, Horace. Ill 

American Home Products Corporation. USA 

U.S., 4 pp . 

CODEN: USXXAM 

Patent 

English 



PATENT NO. 



US 5519025 
JP 082S3262 
EP 737677 

R: AT, BE, 
SE 

CA 2173693 
NO 96014 04 
AU 9650522 
ZA 9602821 
BR 9601295 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 



19960521 
19961029 
19961016 



APPLICATION NO. 

US 1995-419333 
JP 1996-76398 
EP 1996-302419 



19961011 
19961011 
19961024 
19971009 
19980113 



CA 1996-2173693 

NO 1996-1404 

AU 1996-50522 

ZA 1996-2821 

BR 1996-1295 

US 1995-419333 



DATE 



CH, DE, DK, ES, PI, PR, GB, GR, IE. IT. LI, LU, 



19950410 
19960329 
19960404 
NL, PT, 

19960409 
19960409 
19960409 
19960409 
19960409 
19950410 



MAR PAT 125:114697 



R2 -f f — 1 





AB This invention provides title anxiolytic/antidepressant agents I in which 



R4 
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Rl is alkyl of 1 to 6 carbon atoms; R2 and R3 are alkyl of 1 to 6 carbon 

atoms or taken together they are polymethylene of 2 to 12 carbon atoms; 
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is hydrogen or alkyl of 1 to 6 carbon atoms; R5 is Ph. benzyl, 
substituted 

Ph, or substituted benzyl in which the substituents are hydroxy, halo, 
alkoxy of 1 to 6 carbon atoms, tri f luoromethyl , nitro, cyano, 
alkoxycarbonyl of 2 to 7 carbon atoms, amino or dialkylamino in which 

each 

alkyl group contains 1. to 6 carbon atoms; or a pharmaceutically 
acceptable 

salt thereof. Thus, e.g., amidation of benzyloxycarbonyl -D-phenylglycine 
with 4 -piperazinylindole followed by deprotection afforded 
(R) -l - (phenylglycyl ) -4 - (4 - indolyl ) piperazine (57.6%); redn. of the amide 
group followed by amidation with 1-methylcyclohexanecarbonyl chloride 
afforded 1- methyl cyclohexanecarboxylic acid (R) -N- [2- [4- (4- 
indolyl)piperazin-l-ylJ -1-phenylethyl] amide (II) which exhibited high 
affinity for the Berotonin 5-HT1A receptor with IC50 * 4.33 nM. The (S) 
isomer of II exhibited IC50 - 35.5 nM. 
IT 175595-37-6P 

RL: RCT {Reactant}; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(4 -piperazinylindole amino acid derivs. as selective 5-HT1A 
antagonists 

useful as anxiolytic/antidepressant agents) 
RN 175595-37-6 CAPLUS 

CN Piperazine, 1- (aminophenylacetyl) -4 - (1H- indol-4 -yl) - , (R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
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LANGUAGE : 
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PATENT INFORMATION: 



PATENT NO. 



US 5486518 
TW 454005 
JP 08319274 
EP 737678 
EP 737678 



1996:119183 CAPLUS 
124 : 289574 

N- [2- [4 - (4 -indolyl) piperazin-l-yl] ethyl] amides as 
5HT1A antagonists useful as anxiolytic/antidepressant 
agents 

Yardley, John P.; Fletcher, Horace, III; Kelly, 

Michael G.; white, Alan c. 

American Home Products Corporation, USA 

U.S., 5 pp . 

CODEN: USXXAM 

Patent 

English 



KIND DATE 



19960123 
20010911 
19961203 
19961016 
20020619 



APPLICATION NO. 

US 1995-419342 

TW 1995-84113142 

JP 1996-76390 

EP 1996-302420 



DATE 



19950410 
19951209 
19960329 
19960404 



AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LI, LU, NL, PT, 



AT 219484 

PT 737678 
ES 2177727 
CA 2173690 
HU 9600914 
HK 1010102 
PRIORITY APPLN. INFO. 



20020715 AT 1996-302420 



20021129 
20021216 
19961011 
19980928 
20021115 



PT 1996-302420 
ES 1996-302420 
CA 1996-2173690 
HU 1996-914 
HK 1998-110927 
US 1995-419342 



19960404 
19960404 
199604 04 
19960409 
19960409 
19980924 
19950410 




OTHER SOURCE <S) : 



MARPAT 124:269574 



< ) — C— N > N I 




This invention provides anxiolytic/antidepressant agents of the formula I 
in which Rl is alkyl of 1 to 6 carbon atoms, cycloalkyl of 5 to 7 carbon 
aryl of 6 to 10 carbon atoms or arylalkyl of 7 to 12 carbon atoms; 
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R2 is hydrogen or alkyl of 1 to 6 carbon atoms; R3 is Ph, benzyl, 
substituted Ph, or substituted benzyl in which the substituents are 
hydroxy, halo, alkoxy of 1 to 6 carbon atoms, trif luoromethyl, nitro, 
cyano, alkoxycarbonyl of 2 to 7 carbon atoms, amino or dialkylamino, each 
alkyl group having 1 to 6 carbon atoms; or a pharmaceutical ly acceptable 
Bait thereof. Thus, e.g., amide coupling of benzyloxycarbonyl-D- 
phenylglycine with 4 -piperazinylindole afforded 57.6% 
(R) -1- (phenylglycyl) - 

4- (4-indolyl) piperazine; redn . of the latter with LiAlH4 afforded B8% 
(R) -2- [4- (4 -indolyl)piperazin-l-yl} - 1* phenyl ethyl amine; acylation of the 
latter with cyclohexanecarbonyl chloride afforded (R) - 
cyclohexanecarboxylic acid [2- (4- (4-indolyl) piperazin-l-yl] -1- 
phenylethylj amide hydrochloride (II.HC1) which exhibited high affinity 

the serotonin 5-HT1A receptor (IC50 - 2 nM) . 
175S95-37-6P 

RL : RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(N- (2- (4- (4 -indolyl ) piperazin - 1 -yl ] ethyl ] amides as 5HT1A antagonists 
useful as anxiolytic/antidepressant agents) 
175S95-37-6 CAPLUS 

Piperazine. 1- (aminophenylacetyl) -4 - (lH-indol -4-yl) - . (R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



for 



RN 
CN 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1994:557486 CAPLUS 
121:157486 

Stereoselective reactions. XXI I. Design and synthesis 
of chiral chelated lithium amides for 

reactions 

Shirai, Ryuichi; Aoki, Kazumasa; Sato. Daisaku; Kim. • 
Hee-Doo; Murakata, Maaatoshi; Yasukata. TatBuro; 

Kenji 

Fac. Pharm. Sci . , Univ. Tokyo, Tokyo. 113, Japan 
Chemical & Pharmaceutical Bulletin (1994), 42(3), 
690-3 

COD EN : CPBTAL; ISSN: 0009-2363 

Journal 

English 

CAS REACT 121:157486 



c. 



AB Chiral chelated lithium amides {(R)-I (R - CH2CMe3, CHMe2, CH2CF3, 

CH2CH20CH2CH20Me, CH2CH20CH2CH2NMe2 , CH2CH2NMeCH2CH2NMe2 , X - CH2 ; R - 
CH2CMe3, X - NMe) ] were designed and synthesized in optically pure forms 
starting from (R) -phenylglycine . 

IT 157303-65-0P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation and reduction of, in preparation of chiral chelated 
lithium amides) 
RN 157303-85-0 CAPLUS 

CN Piperazine. 1- (aminophenylacetyl) -4-methyl - , (R) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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1993:560317 CAPLUS 
119:160317 

Preparation of alkylpiperazines as intermediates for 

lipoxygenase and cyclooxygenase inhibitors 

Suzuki, Maaahiro; Nozaki, Kenji; Kajitani, Akira; 

Yasumoto, Sanji; Ono, Naohiko; Shindo, Kyo j i 

Taiho Pharmaceutical Co Ltd, Japan 

Jpn. Kokai Tokkyo Koho, 11 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



KIND DATE 
A 19930209 

MAR PAT 119:160317 



APPLICATION NO. 



JP 1991-186173 
JP 1991-186173 



19910725 
19910725 



H-Al-N N 



<CH 2 ) n - 



AB The title compds. [I; R ■ H, OH, tetrahydropyranyloxy , alkoxycarbonyl; A 

H, phenyl; Al - CH2. CO; n - 6-20 integer], intermediates for 
lipoxygenase 

and cyclooxygenase inhibitors useful as antiasthmatics, are prepared 

E.g., 

a mixture of N-decylpiperazine hydrochloride, 

N-tert-butoxycarbonylglycine, 

NaHC03, 4- (dimethylamino) pyridine, and dicyclohexylcarbodiimide in CH2C12 
was stirred at room temperature for 12 h to give 83% I [R • A • H, n - 

10, Al - 

CO] .HCl, which in DMP was stirred at room temperature with NaHC03, 
caffeic acid, 

1-hydroxybenzotriazole, and dicyclohexylcarbodiimide at room temperature 
for 14 

h to give 81.8% N- [2 - (B- (3 , 4-dihydroxyphenyl) acryloyl] aminoacetyl] -N' - 
decylpiperazine, which in CH2C12 was treated with Et3N, ClC02-Et with ice 
cooling to give 86% N- [2 - <B- (3 , 4 -bis (ethoxycarbonyloxy) phenyl ) acryloy 
1] aminoacetyl] -N' -decylpiperazine. This at 100 mg/Kg p.o. effected a 
22.6% antiasthmatic activity in IgE serum-treated marmots. 

IT 14251S-17-1P 149B45-93-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of. as intermediate for lipoxygenase and cyclooxygenase 
inhibitors) 

RN 142515-17-1 CAPLUS 

CN Piperazine, 1- (aminophenylacetyl) -4-decyl- (9CI) (CA INDEX NAME) 
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1992:591833 CAPLUS 
117:191833 

Preparation of ieoxazole compounds as cyclooxygenase 
and 5- lipoxygenase inhibitors 

Suzuki, Masahiro; Nozaki, Kenji; Kajitani, Makoto; 

Yasumoto. Mitsugi; Ono, Naohiko; Shindo, Takashi 

Taiho Pharmaceutical Co., Ltd., Japan 

PCT Int. Appl., 50 pp. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Isoxazole derivs. (I; R - H, alkoxy; ri » Q {wherein A - NH. O; B - CH2, 

CO, Y - H, Ph, halophenyl; m - 0, 1; n - 1-12; X - H, OH, 
alkoxycarbonyl) , 

Ql (wherein 2 - pyrimidinyl) , Q2 (wherein R2 - styryl. hydroxyetyryl) ] 

are 

prepared DCC was added dropwiBe to a solution of II, III, and a 
catalytic amount 

Of 4- (dimethylamino) pyridine in MeCN under cooling and the distilled 
residue 

was purified on silica gel chromatog. and refluxed with maleic acid in 
2-propanol to give 61% I {R - 4-MeO, Rl - Q wherein A - O, B - CH2, X - 
OH, Y - Ph, m - 1, n - 10] .dimaleate. Also prepared were 12 addnl . I, 

which 

showed IC50 at 0.066-0.146 mM against cyclooxygenase and 1.8-5.9 jjlM 
against 5- lipoxygenase. Seven pharmaceutical formulations were given. 
IT 143411-09-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
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(Reactant or reagent) 

(prepn. and reaction of, in prepn. of lipoxygenase inhibitor) 
143411-09-0 CAPLUS 

Piperazine, l- (aminophenylacetyl) -4 -decyl - , hydrochloride OCI) (CA 

:x 

NAME) 
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117:69884 

Alkylpiperazine derivativea ao 5 -lipoxygenase and 
cyclooxygenase inhibitors 

Suzuki, Masahiro; Nozaki, Kenji; Kajitani, Akira; 

Yaaumoto, Sanji; Ono, Naohiko; Shindo, Kyoji 

Taiho Seihin Kogyo K. K. , Japan 

Jpn. Kokai Tokkyo Koho, 9 pp. 
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Patent 
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APPLICATION NO. 



JP 1990-163575 
JP 1990-163575 



19900620 
19900620 



• x HC1 



OA ( CH 2 ) mCOBCHAl- / \l(CH 2 ) n X 




Habte 



AB The title derivs. I (A, Al - CH2, CO; B - NH, 0; X - H, OH; XI - H. halo; 
Q - Ql, Q2; R - lower alkyl, Rl - H, lower alkyl; m - 0-2; n - 6-15) and 
their salts are prepared as 5-lipoxygenase and cyclooxygenase inhibitors 

(no 

data). Treating 1, 4-dimethoxy-2, 3 , 5-trimethylbenzene with mono-Et 
■uccinoyl chloride in CH2C12 in the presence of A1C13 gave 74% 
4- (2,5-dimethoxy-3,4,6-trimethylphenyl) -4 -oxobutyric acid, Clemmensen 
reduction of which afforded 95% 4 - (2, 3 , 5-trimethyl - 1, 4 -benzoquinon-6- 
yl) butyric acid (II). Then, II was treated with 

1- (2-amino-2-phenylethyl) - 

4- [10- (2- tetrahydropyranyloxy) decyl J piperazine (preparation given) in 

CH2C12 in 

the presence of 4 -dimethylaminopyridine and DCC to give, after treatment 
with maleic acid, 77% I dimaleate (A, Al - CH2, B . NH, X - XI . H, Q - 
01, R - Me. m - 2, n - 10) . 
IT 14251S-17-1P, l-(2-Amino-2-phenylacetyl)-4-decylpiperazine 



01/10/2007 



10/803,157 
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RL : RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(prepn. and reaction of. in manuf . of eye 1 ©oxygenase and lipoxygenase 

inhibitors) 
142515-17-1 CAPLUS 

Piperazine, l- (aminophenylacetyl) -4 -decyl- (9CI) (CA INDEX NAME) 
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Preparation of alkylpiperazinea as cyclooxygenase and 
lipoxygenase inhibitors 

Suzuki, Masahiro; Nozaki, Kenji; Kajitani, Makoto; 

Yaaumoto, Mitaugi; Ono, Naohiko; Shindo. Takaahi 

Taiho Pharmaceutical Co., Ltd., Japan 
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CODEN: PIXXD2 

Patent 
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PATENT NO. 
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Y-C-Yl 



Xf 

/~~\ 
~~\ /~ (CHa)n ~ X 



1 — N N-(CH 2 ) n -X 



/ \ 

R2QCHPhCH2N^ ^N 



(CH 2 ) 1QO-R3 



AB The title compds. [I; R, Rl - OH, alkoxy, halo, H, dialkyl phosphate 

residue, etc.; or RR1 - OCH20; Y - CH:CH, (CH2)m; m '- 0, lj Yl - Q, Ql; A 
- NH, O; Al - CH2, CO; n - 6-20; X - OH, H, alkoxycarbonyl ; XI . H, 
(halo) phenyl ; however, when Yl ■ Ql, R - Rl - OH] and their 
pharmaceutical ly acceptable salts, inhibitors of particularly 
5- lipoxygenase, useful for treatment of asthma, etc., are prepared 

Stirring 

a mixt of (hydroxyethyl) piperazine II [R2 - H, R3 - tetrahydro-2-pyranyl) 
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with cinnamic acid in CH2C12 contg. 4 - (dimethylamino) pyridine and 
dicyclohexylcarbodiimide at room temp, for 24 h gave, after deprotection 
by refluxing in MeOH contg. p-MeC6H4C03H. 694 title compd. II (R2 - 
cinnamoyl, R3 - H] . The IC50 valueB for the title compd. II [R2 - 
3,4- (0H)2C6H4CH2C0, R3 - H] are 9.9 and 0.32 nM against cyclooxygenase 
and S- lipoxygenase, reap. Tablets, granules, capsules, etc., contg. I 
were formulated. 
137424-S7-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for cyclooxygenase and lipoxygenase 

inhibitors) 
137424-57-8 CAPLUS 

Piperazine, 1- (aminophenylacetyl ) -4 -decyl - , monohydrochloride (9CI) (CA 
INDEX NAME) 
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1985:132068 CAPLUS 
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Bactericidal agent from quinolinonecarboxylic acid 
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Bayer A.-G. , Fed. Rep. Ger. 

Ger. Offen. , 64 pp. 
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Patent 

German 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


DE 


3308909 


Al 


19840913 


DE 1983-3308909 


19630312 


DK 


8401483 


A 


19840913 


DK 1984-1483 


19840229 


EP 


121727 


Al 


19841017 


EP 1984-102122 


19840229 


EP 


121727 


Bl 


19860924 








R: AT, BE, CH, 


DE, FR, 


, GB, IT, LI 


, NL 




AT 


22387 


T 


19861015 


AT 1984-102122 


19840229 


JP 


59170069 


A 


19840926 
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DE 1983-3308909 


A 19830312 
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A 19840229 



OTHER SOURCE (S) : 
GI 



CASREACT 102:132068; MAR PAT 102:132068 



AB Piperazinylguin61inecarboxylates I (R - H, halo, N02; R1-R4 - H , Me, Et. 
Pr, Me2CH; R5 - cyano, R6CO, R7S02, RBS ; R6 - H. (un) substituted alkyl, 
aryl, alkoxy, alkyl thio, aryloxy, amino; R7 - alkyl, Ph, tolyl ; R8 - 
Me02C, C13C, F3C, C1F2C) were prepared Thus, CH2(C02Et)2 underwent 

Orignard 

benzoylation with 2, 4, 5-C12FC6H2COC1 to give 2. 4 , 5-C12FC6H2COCH2 (C02Et) 2 . 
This was successively decarboxylated, condensed with KC(OEt)3 and 



Habte 
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cyclopropylamine, cyclized, and treated with piperazine to give I (R * F, 
Rl - R5 - H) . This was acylated with glutaric anhydride to give I (R « 

F, 

R1-R4 - H, R5 - H02C(CH2)3CO] (II). On rice 10 rog 11/100 cm2 gave 60» 

protection against Xanthomonaa oryzae. 
IT 94498-56-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation and bactericidal activity of) 
RN 94498-56-3 CAPLUS 

CN 3-Quinolinecarboxylic acid, 7- [4 - (aminophenylacetyl) -1-piperazinyl) - 1- 

cyclopropyl-1, 4-dihydro-4-oxo-, monohydrochloride, (R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Ger. Often., 55 pp. 
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Patent 
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AB Piperazinylquinolinecarboxylic acids I [R - H, halo, N02; Rl - acyl, 

cyano, R6S ; R2-R5 - H, Me, Et, Pr, Me2CH; R6 - Me02C, C13C, F2CH, C1F2C] 
were prepared Thus, CH2(C02Et)2 underwent Grignard acylation by 
2, 4, 5-C12FC6H2COC1 to give 2 , 4 , 5-C12FC6H2C0CH (C02Et ) 2 . This was 
decarboxylated and condensed with HC(0Et)3 to give 2,4,5- 
Cl2FC6H2COC(:CHOEt)C02Et. This was condensed with cyclopropylamine and 
cyclized by NaH to give 

7-chloro-l-cyclopropyl-6-fluoro-l, 4 -dihydro-4 -oxo- 

3-quinolinecarboxylic acid. ThiB was condensed with pipera2ine and 
acylated by C12FCS02C1 to give I (R - F. Rl - C12FCS02, R2tR5 - H) (II). 
AgainBt Escherichia coli Neumann II had a min. inhibitory concentration 

of 0.03 

(units not specified) . 

IT 93594-44-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 

RN 93594-44-6 CAPLUS 

CN 3-0uinolinecarboxylic acid, 7- (4- (aminophenylacetyl) -1-piperazinyl] -1- 
cyclopropyl-6-f luoro-1, 4-dihydro-4-oxo- , monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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